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(57) Abstract 

The invention provides a clinically useful monoclonal antibody which can ^cognize the conserved region of 
the V3-PND region of a glycoprotein antigen (gpl20) having a molecular weight of about 1 20.000 . Da and contained 
in the coat of a human immunodefiency virus (HIV) and which can neutralize a wide variety of HIV var unts. or a 
fragment of the above antibody, and chimera and humanized antibodies denved from the above antibody I u ^^siWe 
to prepare a monoclonal antibody having the activity of neutralizing various HIV variants by using as the »™ogen 
several types of peptides having a PND tip region containing a GPGR sequence having a h»gh con^wrwb ™ 
PND region of the gp 120 of an HIV. It is possible to obtain a chimera antibody or an altered antibody having an 
anti-HIV neutralization activity effective for clinical application by transplanting a fragment of a gene c^g w 
the variable region of the above monoclonal antibody or the complementarity-determining region of that region to a 
human antibody gene. 



(57) 



a***!**®*?*. m©+^wt ha{k!a:#*sft-r«o h 

ofitfttft^S (CDR) £t h^ite^Jr^fil^^-ctCckoTs El 



PCT«:46^^-C&BSS *i 6HSHSfil«0" > v u I* SlMl- PCTjnffi® £ IBIS* 3 - l ; 



AM r a * - r 

AT * - * i- »; r 

AU * - * l* 7 'J r 

BB /< iu '< !•'" x 
BE iv V - 

BF -/ 'U * + • v r v 

BG -/ /u # '/ r 

BJ -< t- > 

BR '/ 7 
BY v ;u — 



CF + *r v «J 

CG 3 > 
CH 

CI 3 — I* • v .r. r - a 



CZ x .7 j ft*]® 
DE . I- < v 



GB < ** </ * 
GE 9 'V J r 
GN V-r 



DK f ' > v - 7 
EE x x |. i r 
ES x ^ f > 



FR v 7 > x 
GA * n > 



GR *' l i > v 

HU '* > U - 

IE r < n 7 > |- 

IT < ? — 



KP ®0fS££&AE£*Q[I 

KR *©aS 

KZ i3^v xy > 

U 'Itf >^M> 

lk x 7 > * 

LT 'JK^T 

LU 'W 7 -t > V r 

LV 7(-'/<r 

MD * iv K' f 
MG -vfifXi) il 
ML -v »J 

MR * - U 7 ~ r 



NZ ^ — • x — 7 > K 

PL * - 7 x K 

PT # ^ h XT /u 

RO ;u - ~ r 

RU cr -> T 

so x — r> 

SE X "7 x — t' > 

SI x o x - r 

SK X n r * T &*U® 

SN * ?y * 

TD -f- * - K 

TG I* - =>' 

T J f V* X? > 

TT I- 'I - /*— K I- '< rr 

UA -';?Mt 



WO 94/20632 



PCT7JP94/00371 



i 



m m m 

*m%ttv j Jixmmo^&js fern, mm, mmz^t^mm^o 

^Jjix (HIV) LTEkiafflo^fciT.^ Yfrtt-tz^j $ d 

t (H I V) li % S^te&g^S^f* (x^X) 

feck^i^XKiiS^ (ARC) f©-10£|OiaT'*5t hUh 

§£iJ3' -azido-2' . 3' -dideoxythymidin (AZT) ^2' , 3' -dideoxyinosin 
(dd I) a<ffl^£*lT&9 N ^^*©ii$I#P$iJ#;Jil> CD4R§{£*fflSS& 

— JIWSSfrtti/tH I VSiJ©&83gj&<M£ttT^S 0 



-1- 



WO 94/20632 PCT/JP94/00371 



(Karpas) <5t3tH I Vj&2fe.i.#£3fe0ffiH I Vft#£x 

^X.ft#CS^-r*C itwck-^T, Eg^SJKOSfD*B«>yi: (Proc. Natl. 
Acad. Sci. USA. 85. p. 9234(1989). Proc. Natl. Acad. Sci. USA. 87, p. 
7613(1990)) o ttz, >J*9V> (Jackson) c, *>Etii©ft££ff 
(Lancet. 2. p. 647(1988)) 0 x^ X£fc#£ia#i££ 

^Sfe^KftgftftgU feS^^tj'S^a^fetK^^tlT^S (AIDS 
Res. Hum. Retroviruses. 8. P105K1992)) 0 -0$^ *PI#©£gLT^ 

h i v**m-fz>in.#<Dmm-fz>^t°h--7i$^ h i vo^^n^s 

•f S^S&l 275*01/1* >©»aS«in:lB (gpl20) ^ #^*#J4 1 o 

o o h ><Dmmmmm&wm, (gp4i) 1700 oy^ 

!*>©&gfigfcll (pl7) KS£UT^5 0 gpl20©m3^J^ 
(V3) cm^ifh-y (7 ^ ys?#^303~338) te£g**D 
£1$ (Principal NeutralizationDeterminant ; PND) 3£ 



-2- 



WO 94/20632 PCT/JP94/00371 



(Karpas) £>I2 N fcffH I Vffl8$fe&#£#©J£H I Vfit(**x 
4X&H\Z&$?Z>z.b\Z±*,X. Em£ttOSfO^K«>^ (Proc. Natl. 
Acad. Sci. USA, 85. p. 9234(1989). Proc. Natl. Acad. Sci. USA. 87. p. 
7613(1990)) o -»?7> (Jackson) bfc^©Sif?lTl^ 

(Lancet. 2. p. 647(1988)) „ Cft^OJigli, jc-r Xlcfcl^ ££tftgfi£ 

/i&#c&if&-£u festi**±^5^«E^sfea*^nTo^ (aids 

Bes. Hum. Retroviruses. 8. P105K1992)) o ftttOilg L-Cl> 

t \S# II ^ T 12 fSSft&m £ ftfc ^\ CD4KttaBia*<«^ U'f 

H I V^cfift-r Si/tftOEfgiTSxt: h-7(2 N H I V©nSIi:fS 
1 2'5?^h>©»aeRa:IR (gpl20) % #F*to4 1 0 
0 0 h >®&«aargeilffilj| (gp41) SWiife 1 7 0 0 0 

HX^lSMfctll (pl7) IC^SL/TUSo tt^t^ gpl20©^3^ 
®« (V3) CSmxh^-T' (7; 303-338) (i^S*#D 

ffitt (Principal Neutral izationDeterminant ; PND) i&WtU % 



-2- 



